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SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC 
ACIDS ENCODING THE SAME 

ommissioner for Patents 
Washington, D.C. 20231 

DECLARATION OF LUC DESNOYERS, Ph.D., DR. AUDREY GODDARD, Ph.D., 
DR. PAUL J. GODOWSKI, Ph.D., DR. AUSTIN GURNEY, Ph.D., 
DR. COLIN K. WATANABE and DR. WILLIAM WOOD, Ph.D. 

UNDER 37 CFR 1.131 

We, Luc Desnoyers, Ph.D., Audrey Goddard, Ph.D., Paul J. Godowski, Ph.D., Austin 
Gurney, Ph.D., Colin K. Watanabe and William Wood, Ph.D. declare and say as follows: 

1. We are the inventors of the above-identified application. 

2. We have read and understood the claims pending in this application, and are aware 
that the claims have been rejected as anticipated by International Patent Application 
Publication No. WO 00/00610 (Lai et ai 9 publication date January 6, 2000). 

3. We conceived and reduced to practice the invention claimed in the above-identified 
application in the United States prior to January 6, 2000. 

4. At the time the present invention was made, one of the inventors, Luc Desnoyers, Ph.D., 
was, as still is, responsible for overseeing the testing of novel polypeptides, including 
the polypeptide designated PRO 141 2, in chondrocyte proliferation assay (Assay #111, 
Example 153). This assay is used to find agents that are capable of inducing 
chondrocyte proliferation and/or redifferentiation, and can, therefore, be used in the 
treatment of joint diseases using a tissue engineering approach or as promising drug 
candidates to repair aging or arthritic joints, for example, in which the chondrocytes 
have been dedifferentiated. 



In this assay, isolated chondrocyte cells are seeded in 96 well plates with either 
serum-free medium (negative control), staurosporin (positive control) or the test PRO 
polypeptide. After 5 days, fluorescence dye is added to each plate and measured. The 
readout of the fluorescence from a plate containing the serum-free medium is 
measured to establish a background fluorescence level. A positive result in the assay 
is obtained when the fluorescence of the PRO polypeptide-treated sample is more like 
that of the positive control than the negative control. This type of fluorescence 
determination, wherein the readout is compared to positive and negative controls, is 
well known in the art. 

A copy of a page from the Genengenes database which reports a positive result for the 
PR01412 polypeptide encoded by DNA 64897-1628 (UNQ730) in Assay #1 1 1 is 
attached to this declaration (with its date redacted) as Exhibit A. The positive results 
reported in the database were also obtained prior to January 6, 2000. 

Copies of pages from laboratory notebook showing the positive results for the PRO 1412 
polypeptide (SEQ ID NO: 140), identified by Pin number PIN753-1, in Assay #1 1 1 are 
attached to this declaration (with dates redacted) as Exhibit B. These experiments were 
performed and the results were obtained prior to January 6, 2000. 

Exhibits A and B clearly show that the polypeptide designated PRO 14 12 was tested, 
and its ability to induce the proliferation and/or redifferentiation was determined prior 
to January 6, 2000. 



9. We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information or belief are believed to be true, and further 
that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful statements may jeopardize 
the validity of the application or any patent issued thereon. 
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DR. PAUL J. GODOWSKI. Ph.D.. DR. AUSTIN GURNEY. Ph.D.. 
DR. COLIN K. WATANABE and DR. WILLIAM WOOD. Ph.D. 

UNDER 37 CFR 1.131 

We, Luc Desnoyers, Ph.D., Audrey Goddard, Ph.D., Paul J. Godowski, Ph.D., Austin 
Gurney, Ph.D., Colin K. Watanabe and William Wood, Ph.D. declare and say as follows: 

1. We are the inventors of the above-identified application. 

2. We have read and understood the claims pending in this application, and are aware 
that the claims have been rejected as anticipated by International Patent Application 
Publication No. WO 00/00610 (Lai et a/., publication date January 6, 2000). 

3. We conceived and reduced to practice the invention claimed in the above-identified 
application in the United States prior to January 6, 2000. 

4. At the time the present invention was made, one of the inventors, Luc Desnoyers, Ph.D., 
was, as still is, responsible for overseeing the testing of novel polypeptides, including 
the polypeptide designated PRO 14 12, in chondrocyte proliferation assay (Assay #111, 
Example 153). This assay is used to find agents that are capable of inducing 
chondrocyte proliferation and/or redifferentiation, and can, therefore, be used in the 
treatment of joint diseases using a tissue engineering approach or as promising drug 
candidates to repair aging or arthritic joints, for example, in which the chondrocytes 
have been dedifferentiated. 



In this assay, isolated chondrocyte cells are seeded in 96 well plates with either 
serum-free medium (negative control), staurosporin (positive control) or the test PRO 
polypeptide. After 5 days, fluorescence dye is added to each plate and measured. The 
readout of the fluorescence from a plate containing the serum-free medium is 
measured to establish a background fluorescence level. A positive result in the assay 
is obtained when the fluorescence of the PRO polypeptide-treated sample is more like 
that of the positive control than the negative control. This type of fluorescence 
determination, wherein the readout is compared to positive and negative controls, is 
well known in the art. 

A copy of a page from the Genengenes database which reports a positive result for the 
PR01412 polypeptide encoded by DNA 64897-1628 (UNQ730) in Assay #1 1 1 is 
attached to this declaration (with its date redacted) as Exhibit A. The positive results 
reported in the database were also obtained prior to January 6, 2000. 

Copies of pages from laboratory notebook showing the positive results for the PRO 14 12 
polypeptide (SEQ ID NO: 140), identified by Pin number PIN753-1, in Assay #1 1 1 are 
attached to this declaration (with dates redacted) as Exhibit B. These experiments were 
performed and the results were obtained prior to January 6, 2000. 

Exhibits A and B clearly show that the polypeptide designated PRO 14 12 was tested, 
and its ability to induce the proliferation and/or redifferentiation was determined prior 
to January 6, 2000. 



9. We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information or belief are believed to be true, and further 
that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful statements may jeopardize 
the validity of the application or any patent issued thereon. 
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We, Luc Desnoyers, Ph.D., Audrey Goddard, Ph.D., Paul J. Godowski, Ph.D., Austin 
Gurney, Ph.D., Colin K. Watanabe and William Wood, Ph.D. declare and say as follows: 

1. We are the inventors of the above-identified application. 

2. We have read and understood the claims pending in this application, and are aware 
that the claims have been rejected as anticipated by International Patent Application 
Publication No. WO 00/00610 (Lai et dL % publication date January 6, 2000). 

3. We conceived and reduced to practice the invention claimed in the above-identified 
application in the United States prior to January 6, 2000. 

4. At the time the present invention was made, one of the inventors, Luc Desnoyers, Ph.D., 
was, as still is, responsible for overseeing the testing of novel polypeptides, including 
the polypeptide designated PRO 14 12, in chondrocyte proliferation assay (Assay #111, 
Example 153). This assay is used to find agents that are capable of inducing 
chondrocyte proliferation and/or redifferentiation, and can, therefore, be used in the 
treatment of joint diseases using a tissue engineering approach or as promising drug 
candidates to repair aging or arthritic joints, for example, in which the chondrocytes 
have been dedifferentiated. 



In this assay, isolated chondrocyte cells are seeded in 96 well plates with either 
serum-free medium (negative control), staurosporin (positive control) or the test PRO 
polypeptide. After 5 days, fluorescence dye is added to each plate and measured. The 
readout of the fluorescence from a plate containing the serum-free medium is 
measured to establish a background fluorescence level. A positive result in the assay 
is obtained when the fluorescence of the PRO polypeptide-treated sample is more like 
that of the positive control than the negative control. This type of fluorescence 
determination, wherein the readout is compared to positive and negative controls, is 
well known in the art. 

A copy of a page from the Genengenes database which reports a positive result for the 
PR01412 polypeptide encoded by DNA 64897-1628 (UNQ730) in Assay #1 1 1 is 
attached to this declaration (with its date redacted) as Exhibit A. The positive results 
reported in the database were also obtained prior to January 6, 2000. 

Copies of pages from laboratory notebook showing the positive results for the PRO 14 12 
polypeptide (SEQ ID NO: 140), identified by Pin number PIN753-1 , in Assay #1 1 1 are 
attached to this declaration (with dates redacted) as Exhibit B. These experiments were 
performed and the results were obtained prior to January 6, 2000. 

Exhibits A and B clearly show that the polypeptide designated PRO 1412 was tested, 
and its ability to induce the proliferation and/or redifferentiation was determined prior 
to January 6, 2000. 
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that all statements made on information or belief are believed to be true, and further 
that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful statements may jeopardize 
the validity of the application or any patent issued thereon. 
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UNDER 37 CFR 1.131 

We, Luc Desnoyers, Ph.D., Audrey Goddard, Ph.D., Paul J. Godowski, Ph.D., Austin 
Gurney, Ph.D., Colin K. Watanabe and William Wood, Ph.D. declare and say as follows: 

1. We are the inventors of the above-identified application. 

2. We have read and understood the claims pending in this application, and are aware 
that the claims have been rejected as anticipated by International Patent Application 
Publication No. WO 00/00610 (Lai et aL, publication date January 6, 2000). 

3. We conceived and reduced to practice the invention claimed in the above-identified 
application in the United States prior to January 6, 2000. 

4. At the time the present invention was made, one of the inventors, Luc Desnoyers, Ph.D., 
was, as still is, responsible for overseeing the testing of novel polypeptides, including 
the polypeptide designated PR01412, in chondrocyte proliferation assay (Assay #111, 
Example 153). This assay is used to find agents that are capable of inducing 
chondrocyte proliferation and/or redifferentiation, and can, therefore, be used in the 
treatment of joint diseases using a tissue engineering approach or as promising drug 
candidates to repair aging or arthritic joints, for example, in which the chondrocytes 
have been dedifferentiated. 



In this assay, isolated chondrocyte cells are seeded in 96 well plates with either 
serum-free medium (negative control), staurosporin (positive control) or the test PRO 
polypeptide. After 5 days, fluorescence dye is added to each plate and measured. The 
readout of the fluorescence from a plate containing the serum-free medium is 
measured to establish a background fluorescence level. A positive result in the assay 
is obtained when the fluorescence of the PRO polypeptide-treated sample is more like 
that of the positive control than the negative control. This type of fluorescence 
determination, wherein the readout is compared to positive and negative controls, is 
well known in the art. 

A copy of a page from the Genengenes database which reports a positive result for the 
PR01412 polypeptide encoded by DNA 64897-1628 (UNQ730) in Assay #111 is 
attached to this declaration (with its date redacted) as Exhibit A. The positive results 
reported in the database were also obtained prior to January 6, 2000. 

Copies of pages from laboratory notebook showing the positive results for the PRO 14 12 
polypeptide (SEQ ID NO: 140), identified by Pin number PIN753-1, in Assay #1 1 1 are 
attached to this declaration (with dates redacted) as Exhibit B. These experiments were 
performed and the results were obtained prior to January 6, 2000. 

Exhibits A and B clearly show that the polypeptide designated PR01412 was tested, 
and its ability to induce the proliferation and/or redifferentiation was determined prior 
to January 6, 2000. 



9. We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information or belief are believed to be true, and further 
that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful statements may jeopardize 
the validity of the application or any patent issued thereon. 



Luc Desnoyers, Ph.D. Date 



Audrey Goddard, Ph.D. Date 




Colin K. Watanabe, Ph.D. Date 



William Wood, Ph.D. Date 



SV 2055606 vl 

8/18/04 2:52 PM (39780.2830) 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

plicants: Baker etal. ' Docket No: 39780-2830C1P48 
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Commissioner for Patents 
Washington, D.C. 20231 

DECLARATION OF LUC DESNOYERS. Ph.D.. DR. AUDREY GODDARD. Ph.D.. 
DR. PAUL J. GODOWSKJ. Ph.D.. DR. AUSTIN GURNEY. Ph.D.. 
DR. COLIN K. WATANABE and DR. WILLIAM WOOD. Ph.D. 

UNDER 37 CFR 1.131 

We, Luc Desnoyers, Ph.D., Audrey Goddard, Ph.D., Paul J. Godowski, Ph.D., Austin 
Gurney, Ph.D., Colin K. Watanabe and William Wood, Ph.D. declare and say as follows: 

1. We are the inventors of the above-identified application. 

2. We have read and understood the claims pending in this application, and are aware 
that the claims have been rejected as anticipated by International Patent Application 
Publication No. WO 00/00610 (Lai et aL, publication date January 6, 2000). 

3. We conceived and reduced to practice the invention claimed in the above-identified 
application in the United States prior to January 6, 2000. 

4. At the time the present invention was made, one of the inventors, Luc Desnoyers, Ph.D., 
was, as still is, responsible for overseeing the testing of novel polypeptides, including 
the polypeptide designated PR01412, in chondrocyte proliferation assay (Assay #111, 
Example 153). This assay is used to find agents that are capable of inducing 
chondrocyte proliferation and/or redifferentiation, and can, therefore, be used in the 
treatment of joint diseases using a tissue engineering approach or as promising drug 
candidates to repair aging or arthritic joints, for example, in which the chondrocytes 
have been dedifferentiated. 



5. In this assay, isolated chondrocyte cells are seeded in 96 well plates with either 
serum-free medium (negative control), staurosporin (positive control) or the test PRO 
polypeptide. After 5 days, fluorescence dye is added to each plate and measured. The 
readout of the fluorescence from a plate containing the serum-free medium is 
measured to establish a background fluorescence level. A positive result in the assay 
is obtained when the fluorescence of the PRO polypeptide-treated sample is more like 
that of the positive control than the negative control. This type of fluorescence 
determination, wherein the readout is compared to positive and negative controls, is 
well known in the art. 

6. A copy of a page from the Genengenes database which reports a positive result for the 
PR01412 polypeptide encoded by DNA 64897-1628 (UNQ730) in Assay #1 1 1 is 
attached to this declaration (with its date redacted) as Exhibit A. The positive results 
reported in the database were also obtained prior to January 6, 2000. 

7. Copies of pages from laboratory notebook showing the positive results for the PR01412 
polypeptide (SEQ ID NO: 140), identified by Pin number PIN753-1, in Assay #1 1 1 are 
attached to this declaration (with dates redacted) as Exhibit B. These experiments were 
performed and the results were obtained prior to January 6, 2000. 

8. Exhibits A and B clearly show that the polypeptide designated PRO 1412 was tested, 
and its ability to induce the proliferation and/or redifferentiation was determined prior 
to January 6, 2000. 
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9. We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information or belief are believed to be true, and further 
that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful statements may jeopardize 
the validity of the application or any patent issued thereon. 
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Commissioner for Patents 
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We, Luc Desnoyers, Ph.D., Audrey Goddard, Ph.D., Paul J. Godowski, Ph.D., Austin 
Gurney, Ph.D., Colin K. Watanabe and William Wood, Ph.D. declare and say as follows: 

1 . We are the inventors of the above-identified application. 

2. We have read and understood the claims pending in this application, and are aware 
that the claims have been rejected as anticipated by International Patent Application 
Publication No. WO 00/00610 (Lai et aL, publication date January 6, 2000). 

3. We conceived and reduced to practice the invention claimed in the above-identified 
application in the United States prior to January 6, 2000. 

4. At the time the present invention was made, one of the inventors, Luc Desnoyers, Ph.D., 
was, as still is, responsible for overseeing the testing of novel polypeptides, including 
the polypeptide designated PR01412, in chondrocyte proliferation assay (Assay #111, 
Example 153). This assay is used to find agents that are capable of inducing 
chondrocyte proliferation and/or redifferentiation, and can, therefore, be used in the 
treatment of joint diseases using a tissue engineering approach or as promising drug 
candidates to repair aging or arthritic joints, for example, in which the chondrocytes 
have been dedifferentiated. 



In this assay, isolated chondrocyte cells are seeded in 96 well plates with either 
serum-free medium (negative control), staurosporin (positive control) or the test PRO 
polypeptide. After 5 days, fluorescence dye is added to each plate and measured. The 
readout of the fluorescence from a plate containing the serum-free medium is 
measured to establish a background fluorescence, level. A positive result in the assay 
is obtained when the fluorescence of the PRO polypeptide-treated sample is more like 
that of the positive control than the negative control. This type of fluorescence 
determination, wherein the readout is compared to positive and negative controls, is 
well known in the art. 

A copy of a page from the Genengenes database which reports a positive result for the 
PR01412 polypeptide encoded by DNA 64897-1628 (UNQ730) in Assay #1 1 1 is 
attached to this declaration (with its date redacted) as Exhibit A. The positive results 
reported in the database were also obtained prior to January 6, 2000. 

Copies of pages from laboratory notebook showing the positive results for the PR01412 
polypeptide (SEQ ID NO: 140), identified by Pin number PIN753-1, in Assay #1 1 1 are 
attached to this declaration (with dates redacted) ais Exhibit B. These experiments were 
performed and the results were obtained prior to January 6, 2000. 

Exhibits A and B clearly show that the polypeptide designated PRO 14 12 was tested, 
and its ability to induce the proliferation and/or redifferentiation was determined prior 
to January 6, 2000. 



9. We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information or belief are believed to be true, and further 
that these statements were made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful statements may jeopardize 
the validity of the application or any patent issued thereon. 
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